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AB Crystalline forms of 4- [2- (4-methylphenylsulfanyl)phenyl]piperidine and salts 

thereof are provided e.g. for the treatment of neuropathic pain. 
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AB Title compds. represented by the formula I [wherein R1-R5 = independently 
H, halo, cyano, alkenyl, etc.; R6-R9 = independently H, halo, alkynyloxy, 
etc.; and pharmaceutically acceptable salts thereof] were prepared as 
serotonin reuptake inhibitors. For example, I (R3 = CI, R8 = CF3, R1-R2, 
R4-R7, R9 = H) was given in a multi-step synthesis starting from the 
reaction of l-tert-butoxycarbonyl-4- [2- ( 4-chlorophenylsulf anyl ) -5- 
trif luoromethylphenyl] piperidin-4-ol with Me chlorooxalate . I showed 
inhibition of 5-HT2c receptor with IC50 below 200 nM. Thus, I and their 
pharmaceutical compns. are useful as serotonin reuptake inhibitors in the 
treatment of an affective disorder, including depression, anxiety 
disorders including general anxiety disorder and panic disorder and 
obsessive compulsive disorder (no data) . 
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AB A review. Methods for preparing benzothiepins and their selenium/tellurium 
analogs are reviewed including cyclization, ring transformation, 
aromatization, and substituent modification. 
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AB Title compds. [I; Y = N, C, CH; X = 0, S; m = 1, 2; p = 0-8; q = 0-4; n = 
0-5; dotted line = optional double bond; Rl = alkyl; 2 Rl = atoms to form 
a 3-6 membered spiro ring; R2 = halo, cyano, N02, alkyl, alkenyl, alkynyl, 
alkoxy, alkylthio, OH, hydroxyalkyl, acyl, amino, etc.; R3 = halo, cyano, 
N02, alkyl, alkenyl, alkynyl, alkoxy, OH, hydroxyalkyl, halolakyl, 
haloalkoxy, cycloalkyl, aryl, acyl, amino, aminocarbonyl, etc.], were 
prepared for treatment of depression, anxiety, and obsessive compulsive 
disorder (no data) . Thus, 2-trif luoromethylthiophenol was stirred with 
NaH in THF/DMF; 4- [ 4- [ti6- ( 2-chlorophenyl) -i-ib- 

cyclopentadienyliron ( II ) piperazin-l-yl ] carbonyloxymethyl ] phenoxymethylpoly 
styrene hexaf luorophosphate (preparation given) was added followed by stirring 
for 12 h at 55° to give a resin product which was irradiated with 
phenanthroline in pyridine/H20 followed by treatment with CF3C02H in 
CH2C12 to give 1- [2- (2-trif luoromethylphenylthio)phenyl]piperazine. 
RE.CNT 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L9 ANSWER 5 OF 10 CAPLUS COPYRIGHT 2008 ACS on STN 

AN 2000:725463 CAPLUS 
DN 133:296374 

TI Preparation of pyrrolidine modulators of chemokine receptor activity 
IN Chapman, Kevin; Hale, Jeffrey; Kim, Dooseop; Lynch, Christopher; Shah, 

Shrenik; Shankaran, Kothandaraman; Shen, Dong-ming; Willoughby, 

Christopher; Maccoss, Malcolm; Mills, Sander G.; Loebach, Jennifer L.; 

Guthikonda, Ravindra N. 
PA Merck & Co., Inc., USA; et al . 
SO PCT Int. Appl., 455 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI WO 2000059502 Al 20001012 WO 2000-US8996 20000405 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, CA, CH, CN, CR, 





cu. 


CZ, 


DE, 


DK, 


DM, 


DZ, EE, 




ID, 


IL, 


IN, 


IS, 


JP, 


KE, KG, 




MA, 


MD, 


MG, 


MK, 


MN, 


MW, MX, 




SI, 


SK, 


SL, 


TJ, 


TM, 


TR, TT, 




AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, RU, 




RW: GH, 


GM, 


KE, 


LS, 


MW, 


SD, SL, 




DK, 


ES, 


Fl, 


FR, 


GB, 


GR, IE, 




CG, 


CI, 


CM, 


GA, 


GN, 


GW, ML, 


us 


6248755 






Bl 




20010619 


CA 


2373717 






Al 




20001012 


EP 


1171122 






Al 




20020116 




R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, FR, 




IE, 


SI, 


LT, 


LV, 


FI, 


RO 


JP 


2002541103 




T 




20021203 


AU 


767179 






B2 




20031106 


US 


1999-128033P 




P 




19990406 


WO 


2000-US8996 




W 




20000405 



OS MARPAT 133:296374 



ES, 


FI 


, GB, 


GD, GE, 


GH, 


GM, HR, HU, 


KR, 


KZ 


, LC, 


LK, LR, 


LS, 


LT, LU, LV, 


NO, 


NZ 


, PL, 


PT, RO, 


RU, 


SD, SE, SG, 


TZ, 


UA 


, UG, 


US, UZ, 


VN, 


YU, ZA, ZW, 


TJ, 


TM 










SZ, 


TZ 


, UG, 


ZW, AT, 


BE, 


CH, CY, DE, 










SE, 


BF, BJ, CF, 


MR, 


NE 


, SN, 


TO, TG 








US 


2000- 


542617 




20000404 




CA 


2000- 


2373717 




20000405 




EP 


2000- 


921700 




20000405 


GB, 


GR 


, IT, 


LI, LU, 


NL, 


SE, MC, PT, 




JP 


2000- 


609066 




20000405 




AU 


2000- 


41979 




20000405 



Ph 




AB The title compds . [I; Rl = C02H, N02, tetrazolyl, etc.; R2 = 

(un) substituted piperidino, 1, 2, 3, 6-tetrahydropyridin-l-yl; piperazino; R3 
= (un) substituted Ph, naphthyl, heterocyclyl ; R4 = (un) substituted alkyl, 
cycloalkyl, alkylcycloalkyl , etc.; R5 = H, (un) substituted alkyl; R4 and 

R5 may be joined together to form (un) substituted cycloalkyl; R6 = H, 
(un) substituted alkyl; R14 = H, alkyl; n = 0-3] and their pharmaceutically 
acceptable salts, modulators of chemokine receptor activity, in 
particular, modulators of the chemokine receptors CCR-5 and/or CCR-3, and 
therefore useful in treating AIDS, were prepared E.g., a multi-step 
synthesis of II.CF3C02H was given. The compds. I had activity in binding 
to CCR-5 or the CCR-3 receptor, generally with an IC50 of < 1 |liM. 
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Me benzimidazole-2-carbamates and 2-methylthio- and 2- 
trif luoromethylbenzimidazoles with known or potential anthelmintic 
activity. 5- [ ( 2-Pyrimidinyl ) thio] benzimidazole and 11- [(2- 

pyridineyl) thio] dibenzo [a, c] phenazine were synthesized too. The oxidation of 
1, 3-dihydro-4 (propylthio) spiro [2H-benzimidazole-2, 1 ' -cyclohexane] gave 
albenzazole. Attempts to oxidize 1, 3-dihydro-2H-4, 9-diazanaphth [2, 3- 
d] imidazole, prepared by condensation of 2, 3-diaminoquinoxaline with 
cyclohexanone, to an analog of the title system failed. 
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DT Journal 
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GI 




FCH2 C02Me CF3 CI j 



AB Hantzsch-type 1 , 4-dihydropyridine derivs., e.g., I, substituted with 

highly electron-deficient aryl groups in the 4-position, on treatment with 
a variety of basic reagents in non-hydroxylic solvents, undergo an 
unexpected and ready scission of the inter-ring bond to give the 
corresponding 4-unsubstituted pyridine and an arene derived from the 
original 4-substituent . The scope of the reaction has been investigated 
and possible mechanisms are discussed. 
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Charles 
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A 19841019 
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AB The title compds. I [Rl = H, alkyl; R2, R6 = cyano, CHO, pyrimidinylalkyl. 



(un) substituted (oxa)alkyl; R3, R5 = (un) substituted alkyl, 

heterocyclylalkyl; R4 = (un) substituted Ph, heterocyclyl] were prepared as 
cardiovascular agents (no data) . Thus, 3-thietanol and 

5-acetyl-2, 2-dimethyl-l, 3-dioxane-4, 6-dione were refluxed in C6H6 to give 
3-thietanyl 3-oxobutanoate . This was condensed with AcONH4 to give 
eneamine II. The latter was cyclocondensed with 4, 3, 2-F (HCO) (F3C) C6H2CN 
and FCH2COCH2C02Me to give dihydropyridine III. 
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AB Coronary vasodilator (no data) dihydropyr idines I [R = H, aryl, aralkyl, 
(un) substituted alkyl; Rl, R2 = H, (un) substituted alkyl, cycloalkyl, 
alkenyl; R3 , R4 = (un) substituted alkyl, cycloalkenyl ; R5 = substituted 
aryl, heteroaryl] were prepared Thus, 2-PhCH2SC6H4CH:C (COMe) C02Me was 
refluxed 24 h in MeOH with H2NCMe : CHC02Me to give 25% 
dihydropyridinedicarboxylate II. 
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r2 

/ \ 
(R1)i 




(Rl)m 



AB (Phenylthiophenyl)pipericiines I [R, Rl (same or different) = H, 01, F, Br, 
OMe, SMe, CF3; n, m (same or different) = 1, 2; R2 = cyano, C02H, COCl, 
COF, COBr, alkanoyl, alkoxycarbonyl ; R3 = H, alkyl, alkenyl, alkynyl, 
cycloalkylalkyl, phenylalkyl, alkanoyl, C0NH2, C02Ph, benzoylalkyl, cyano, 
A (p = 1-4; m and Rl same as above), tetrahydrof urylmethyl] , useful as 
analgesics, antidepressants, and anticonvulsants, (no data) , were prepared 
Thus, reaction of 2- ( 4-C1C6H4S ) C6H4CH2CN with (C1CH2CH2 ) 2NMe in Me2S0 
containing NaH at 70-80° for 80 min gave I (n = 1, R = 2-Cl, m = 1, Rl 
= H, R2 = cyano, R3 = Me) . 



